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PROPOSED EXAMINER'S AMENDMENT 
An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration oisuch an amendment, it MUST be submitted no latex than the 

payment of the issue fee. 

Anrhorizauon for .his examiner', amendment was give, in ateiephone interview with 

xxx on xxx. 

The application has been amended as follows: 

In the specification: 

at page 38, line 13, after "(Kens!! e. at. 1991)". the following was added: 

Course* chopped Q. saponaria M Lporoxinvateiy 1 cm square, obtained from Hanser 
p, — - r ^^^^Wn***^*™*™'™*-'**' 1 * ' 

an , ' - " IC s< "° h ili7rd " "™ im ^ s,vcd - 

Tli , ,,.n-- - T — — ,heW ° S, " W ''"' M '"" WereP °° led - T " 
—in component the sn—t poo. - lyr pMH^I revived in 40 mM 

■ ■ - - • of ^0 m*ml (w r,) and either rhromato^phed ttaongh 

- ,„„„ -„„„..,:■.„■ ^ ^ Hn^.lt.*^^*.^ 
„, , - * * — or diaiyzed agair,, 10 mM *** ** with the 

i Hi - -T •- — ™ ' h ^ " iC ^ ™ 
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^^^^^^ 

. . r . it ., Jcniirfi Lnlhr i^i ™"* active reverse phase HP LC 
pr^ient of 0. 1°/- in acetoTiitnle. QS-21 is deimea as 

fraction 21 from Q. Saponaria bark extract 



Tn the claims: 



Claim 126 was canceled. 



Claim 119. A composition which comprises: 

a) a conjugate of (i) a GM2 ganglioside derivative [which 
comprises an unaltered oligosaccharide part and an altered ceramide portion comprising an 
altered sphingosine ^ 
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^^^^^ 

^ ~ .he 04 -*» - - ~ T E - M,,in0lyS5 " ^ 

nf Kevhole T ^pet Hemoeyanin; 

b) QS-21[, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 

wherein the amount of the conjugated GM2 ganglioside 
dative is an amount between about 1 ug and about 200 ug, the amount of [the saponin] OS, 
21 is an amount between about 10 ug and about 200 ug, and the GM2: Keyhole Limpet 
Hemoeyanin molar ratio is from 200: 1 to 1400: 1, the relative amounts of such conjugate and 

[such saponin] QS-21 being effective to stimulate or enhance production in a subject of an 

antibody to GM2[,] 

[wherein in the conjugate the ganglioside derivative is 
eovalently bound to the Keyhole Limpet Hemoeyanin by a stable amine bond between the C-4 
caxbon of the altered sphingosine base of the altered ceramide portion of the gangltostde 
derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet Hemoeyanin]. 

Claim 127. The composition of 1 19 wherein the amount of the [saponin] 

QS-21 is about 200 ug. 

Claim 129 The composition of claim 119 which comprises: 



2/3/2004 11:33 AW f/v^ 

Farley COMPANY : 

B EST AVAILABLE COPY 

Page 5 

Application/Control Number: 08/196,154 
Art Unit: 1642 

a) a conjugate of (i) a GM2 gangliosidc derivative (which 
comprises an unaltered oHgosaccharide par, and an altered ceramide portion uprising an 
^hingosineb^ 

^ ozone, and wherein an aideh y de group is introduce a, the C4 posiuon of ,hesph„r R os,ne 

^OtaatffefflOnllatt- »d (iOKeyho,* Limpet II«««Ud«Ml«*fi 

s an £! io J M^i-^^ 
.^etw.er^^^ 
orKevholel ""T^« Hemocvamin; 

b) QS-211 , a saponin derivable from the bark of a QuiUaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 

wherein the conjugated GM2 ganglioside derivative is 
present in an amount between about 1 ,g and about 200 , g , the amount of [the saponin] QS-2 1 
is about 100 „ and the GM2: Keyhoie Limpet Hemocyanin molar ratio is from 200, to 1400:1. 
*e relative amounts of S uch conjugate and [such saponin] fiS^i. effective to stimulate or 
enhance production in a subject of an antibody to GM2[,] 

[wherein in the conjugate the ganglioside derivative is 
eovalently bound to the Keyhole Limpet Hemocyanin by a stable amine bond between the C-4 
carb on of the altered sphingosine base of the altered ceramide portion of the ganglios.de 
derivative and the nitrogen of the s-amino.ysy. group of Keyhole Limpet Hemocyanin]. 
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Claim 131. ArncthodofstitnulatingoTcrAancingproductionofaB 

antibody directed to GM2 in a subject which comprises administering to the subject an effective 

amount or a composition which comprises: 

a) a conjugate of (i> a GM2 ganRlioside derivative ixvhich 

c 0m prises an «H— o.igosaccharide pari and an a,,e«d cerannde portion comprising - 

sphinxine hase]. ^h^nJ^GM^a^^ 

^rt^^nd^h^^ 

potion of *e GM2 gangiioside. and (ii) Kevhoie Limpet Kenyan.*], «»— *■ OM2 - 

sffig!i c^d s i™ ! ^^ 

!ffidj!a ween J h^^ 

of Ke yhole T .im pet Hem ocvanin; 

b) QS-21[, a saponin derivable from the bark of a QuiUaja 

saponaria Molina tree]; and 

c) a pharmaceutically acceptable carrier, 

wherein the amount of the conjugated GM2 ganglioside 
derivative is present in on — between about 1 >g and about 200 ,g, the amount of [the 
saponin] QS^l is amount between about 10 ug and abont 200 pg. and the GM2: Keyhole 
Limpet Hemocyaoinmola, -tie is from 200:1 to 1400:1, the relative amounts of such conjugate 
and [snch saponin] QS^l is effective to stimulate or enhance production in a subject of an 
antibody to GM2[J 

[wherein in the conjugate the ganglioside derivative is 
covalently bound to the Keyhole Limpet Hemocyanin by a stable amine bond between the.C^ 
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carbon of the altered sphingosine base of the altered ccramidc portion of the ganglioside 
derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet Hemocyanin] so as to 
thereby stimulate or enhance production in said subject of [the antibody] antibodies directed to 
GM2. 

Claim 132. A method of treating a human subject which comprises 

administering to the subject an effective amount of a composition which comprises: 

a) a conjugate of(i) a GM2 ganglioside derivative [which 

comprises an unaltered oligosaccharide part and an altered ceramide portion comprising an 
altered sphingosine the GM2 ganglioside derivative is a GM7. ranglioside cleaved^ 

with ozone, and wherein an aldehyde group is in tr oduce d at th e C4 position of the sphingosine 
portion of the GM2 ganglioside. and (ii) Keyhole Limpet Hemocyanin[; L wherein the GM2 
ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin by a stable amine 
bond between the C-4 carbon of the sphingosine base and the ni troge n of the e -aminolysy lgroym, 
of Keyhole Limpet Hemocyanin ; 

b) QS-2 1 [, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical ly acceptable carrier; 

wherein the amount of the conjugated GM2 ganglioside 
derivative is present in an amount between about 1 fig and about 200 jig, the amount of [the 
saponin] QS-21 is amount between about 10 jig and about 200 u.g, and the GM2: Keyhole 
Limpet Hemocyanin molar ratio is from 200:1 to 1400:1, the relative amounts of such conjugate 
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and [such saponin] QS-21 is effective to stimulate or enhance production in a subject of an 
antibody to GM2[J 

[wherein in the conjugate the ganghoside derivative is 
ccvalently bound to the Keyhole Limpet Hemocyanin by a stable amine bond between the C-4 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet Hemocyanin] so as to 
stimulate or enhance production in the subject of [the antibody] antibodies to GM2 and thereby 
treat the subject. 



Claim 142. The method of claim 141 , wheTein the conjugate and the 

[saponin! QS-21 are mixed on the day of administration to the subject. 



